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Field of Invention 



The present Invention relates f« a Ki~u 

»» asea l«eof for mtl^l T * -"»•— medlesmen. an* 



10 associated wllhbactenal vaginosis 
BacKgiound of Invention 



has oeen wlatea to a vartetvtf uZf 1 factions. Moreover, a 

. « * -* — augers. oac^Ztir "T^V - .— * 
va9lna, eoosystea, *«JZS a ^"T T-"* a — W * ■» 

of laotobadlli and an * ^T" * ** and """-tagon 

in«ease ,„ the Bavatenoe ana concentration of a^ww. 
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wsfeotfc. anaeroiwe pm^ft, and ^^^^ 

eoneteting prtm a% „, be^ laaotBcil „ „ ^ (HC^IT , °? 

■n bv do not complan of excee, or metodoroos 
The diagnoels requires throe of.be Mo^g ^ to „„ 

2. The presence of clue cells i> on vl *u 
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A study showed that patients with BV had a 5 1 Wd'^ . 
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pre rate of post-abortion peMo Inflammatory disease vr^ three «m~ , , 

seated with a BVaBeoW. ao.bta.io rested TJH^T^T °* 
maturity occurs 1 9 «n~ ^ I Pbcebo-treated patients. Pre- 

5 "eon, U Js rn^lZ^^^ m0, *• ""^^ n *" Ure * ««**"- 
' baoteria J££2 £Zt WDma,, * BV e,an —» B * 
prematoredeZ^ ^ ^ a, ™ 0 "° - — ** * «*r «. ,„ 

« ^««mea iW o,p^;. ProdU09 ~~ « * « —tried In 

^-«. a CoCl tae ^^ aSm ^^---. 
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Summary .of In vention 

Accordingly, m one aspect the Invention relate »« 

saccharide being, fermented by JTlTlll f ^ 
medicament for the treatment Q r f0r P re Paration of. a 

<«s,2 0 p e ^ 1>yv ^ rfM J^*'- •» ™al««»n..=o m prtaa» a. 

Furthennore, the high concentration of add form— - 

and prolongs the wm. J^Z^HT^ '" B " B " ^ 

PHaing a aacchande to 5aM ""««« <* a roadtomaat oom- 

add bactada, wh.^ .htroaZ^ "^ a, " te ba " 3 femMn,9< ' * ««* 
aeldeacchartde. ^ ,era K " nP ' iSes 81 20 "«« "y a^ „ 
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in another aspect the Invention relates to a kit-of-parte comprising the pharma- 
ceutical composition as defined above and at least one pH measurement means, for 
measuring vaginal pH. 

Detailed description of the Invention 

As described above, the present invention relates in one aspect to the use of sac- 
charide, said saccharide being fermented by lactic acid bacteria, for the preparation 
of a medicament for the treatment and/or prophylaxis of one or more symptoms 
caused by bacterial vaginosis, wherein the medicament comprises at least 20 per- 
cent by weight of saccharide. 

The symptoms associated with bacterial vaginosis may be: 



- A homogenous, white or grey, noninflammatory discharge that adheres to the 
vaginal wall 

- A fishy odour from vagina 

- Pruritus of vulva 
20 . Pain 

By the term "symptoms associated with bacterial vaginosis" is meant that the me- 
dicament may be used for treating the symptoms, Independent of whether the dlag- 
nosis of bacterial vaginosis has been established according to the criteria set forth 
25 above. 

The present invention may be used for treating, ameliorating and/or preventing any 
one of the above symptoms, and in particular the symptom treated, ameliorated 
and/or prevented with the present invention is the fishy odour. 

The present Inventor has found that a high concentration of saccharides alleviates 
the symptoms associated with bacterial vaginosis and prolongs the period without 
symptoms after treatment The medicament comprises at least 20 percent by weight 
of saccharide; it is, however, preferred that the saccharide medicament comprises 
even more saccharide. In a preferred embodiment the medicament is a saccharide 



7 



1^ U: S4 FAX + « 33320384 Hflmpp 

H0IBBRG A/S 

* p AXBNT-OG VAREMS ® 0 08 

P 779 OKOO 

6 

at teas, , <•» m««can,en, p^My » 

5 a^UaasUSpa^Ch,^ « -M* sue* 

of saochadda. ^ Sa ' !ChWl, ' e • 6UCh aS * "»* 90 »«*<* «V ^ 

93 Pe^.^^J^^^^^^^.auchasa.teaa, 
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Accordingly, in a preferred embodiment the aaerh^ , . 
rfde and a monosaccharide, such as a * ' S ^ 8 dfaaccha " 

charose, preferaWy selected from Taole wh ^ ^ ' aCt ° Se a " d Sa * 

^ ^---on^ 

independent of the bacteria «uZT Va9,n ° 8fe as defined ^ 

used for treating, m^o^TlZ " am ° Sl *' •» ™*<*™nt is 

More specifically the n^^ e T' t l f ^ ^ and 

» symp^cau^^^ 

y awena selected from, anaerobic Gram negative rods. 
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The medicament according to the Invention is preferably applied directly into the 
vagina, and therefore, the medicament is preferably formulated for topical applica- 
tion. Accordingly, the medicament may have any suitable form for topical 
administration. In one embodiment the medicament is in the form of a vaginal 
suppository gel. In another embodiment the medicament is in the form of a vaginal 
capsule, in yet another embodiment the medicament is in the form of a vaginal 
tablet in a further embodiment the medicament is in the form of a suspension. 

The medicament preferably comprises a pharmaceutical composition comprising a 
saccharide as described herein optionally mixed with suitable pharmaceutically 
acceptable additives and/or earners. 

Examples of pharmaceutically acceptable additives and carriers are polyethylene 
glycols, glycerol, agar agar, carrageenan, modified starches, and water. In particular 
it is preferred that the additives or camera are not based on protein, since a protein 
source may counteract the beneficial effects of the medicament 

in one aspect the invention further relates to a pharmaceutical composition com- 
prising the saccharide as described above in the concentrations described above 
and optionally further comprising pharmaceutically acceptable additives and/or 
carriers. 



The pH of the pharmaceutical composition before application to the vagina Is 
aboTrT *" ran9S ° f ^ 5 5 10 8 °' SUCH 33 ^ 6 5 10 7 ' 5 ' m ° re preferab,y 

The conservation of the product is preferably secured by low water activity, option- 
a«y aseptic production and packaging, and if needed, sorbic acid or paraben pre- 
30 servatives. 

The medicament according to the invention has a long shelf life at ambient 
temperature. 
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In a further aspect the Invention relates to a method of treating, ameliorating and/or 
preventing symptoms associated with bacterial va fl Inosis. wherein the method com- 
prises administering an effective amount of a medicament comprising a saccharide 
wherein the saccharide Is as defined above. . 

The medicament may be administered one or more times per day. as necessary for 
a period of from 1 to 7 days, but if needed, the treatment can be prolonged Without 
limitations. 

The medicament Is preferably administered in dosages, wherein one dosage unlt 
may be from 10 mg to 10 g of medicament In a more preferred embodiment, the 
dosage unit Is from 1-5 g of medicament. 

The saccharides are the essential active component of the medicament according to 
. the invention, and can fulfil the object of the invention. However, for some treatment 
regimens, it is preferred that the medicament further includes an effective amount of 
another medicament 

Acconting.y, to dne embodiment the medicament further includes an anti-fungal 
agent. E^p^ of ana . fungal ^ ^ tefcon ^J, 

and fluconazole. 1 



lr!T r rf ? b0d, ' ment *• mediC8ment further !nc,ude ° a " amount of an 

as Examp,es * ^ — ~- 

In another aspect the Invention relates to a combination product or a kit-of-parts 
product comprising- the pharmaceutical composition as defined above and an anfl- 

30 d/ ° r ^ for ^taneous. sequential or separate 

30 use. The anti-fungal and antibacterial agent is preferably as described above. . 

in order to test the fonctionafity of the medicament, the medicament of the invention 
may also be commercial as a kit-of-parts comprising the pharmaceutical compo- 
35 v^nafpH 9bOVe 81 ,6aSt PH * measuring 
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The pH measuring means is preferably a pH indicator strip, such as an indicator 
strip from Merck showing pH In the Interval 4.0-7.0. The pH measuring means may 
be applied directly to the vaginal mucosa for measurement. 



Examples 

Example 1 

10 Vaginal sUBBgaitety. gal 

Ingredients: 

Lactose, spray-dried (alpha monohydrate) 40 % 

15 Macrogoi (polyethylene glycols) 1000 s % 

Macrogoi (polyethylene glycols) 3000 5 % 

Parabens* a1 % 

Dlsodium hydrogen phosphate rj.1 % 

Water 
20 pH 7.0 



49.8% 



•8:2 mixture of methyl- and propyl para hydroxy benzoate 

The ingredients were mixed homogeneously, the resulting suspension was sterilised 
by means of heat and dispensed asepticaily into sterile packaging. 

1 dosage = 1 - 3 ml 
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Example 2 

Vaginal suDDosUniynflt 

5 Lactose, spray-dried (alpha monohydrate) 40 % 

Glycerol 15% 

Agar agar 2 % 

Oisodium hydrogen phosphate 0.1 % 
Water 
10 pH 7.0 



30 



42.9 % 



The Ingredients were heated to boning point and mixed homogeneously. They were 
then sterilised by heat and dispensed aseptically into sterile packaging. 

15 1 dosage = 1 - 3 ml 
Example 3 

Vaolnalfiuppnelt ?f y'H 

20 

Lactose, spray-dried (alpha monohydrate) 50 % 

Glycerol 15 % 

Carrageenan (lota or mixture) 0.8 % 

Disodium hydrogen phosphate 0.1 % 

25 CaCl 2 ai % 



Water 
PH7.0 



34% 



The Ingredients were heated to boiling point and mixed homogeneously. They were 
then sterilised by heat and dispensed aseptically into sterile packaging. 



1 dosage = 1 - 3 ml 
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spray-dried (alpha monohydrate) 
Encapsulated in capsules produced from modified starches 

Capsules we* Spared in a conventional manner. 
Dosage: 0.5 -3 grammes 
Example 5 



15 



Lactase, Fast Flo 

Starch 1500 (modified starch) * * 



Dosage; 0.5 -3 grammes 



25 Examples 

Vaoinal tat 



Lactose, spudded (alpha monohydrate) 95% 
30 Polyethylene glycol 5% 

5 % 



36 • " ,ac ™ ,es woure »ie required microbiological quality. 
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Dosage: 0.5- 3 grammes 
Example 7 



Lactose, spray-dried (alpha monohydrafe) 



100% 



10 z^^^rsr, — 

required 

Dosage: 0.5 -3 grammes 
15 Example 8 

SUSDen ? Tnn 

20 TT BPraSN,lfed <a,Pha m0n ^ra t e) SO % 

20 Dfeodium hydrogen phosphate ™ * 

Water °- 1 % 

PH7.0 49 9 % 

• h ° m09en ^ - - — 9 -Pension was ste. 

1 dosage = 1 - 3 ml by use of an appfloafion device 
Example 9 

30 

Treatment 
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A lactose suspension (1-3 ml) as prepared in Example 8 was Instilled into the vagina 
twice daily. After approximately 24 houjs the pH lowered to 4:7 and the fishy odour 
disappeared. Continuous application once a day further lowered the pH down to 
approximately 4.4. The treatment was continued for 4 days. 

After 4 days symptoms such as the fishy odour .recurred: however, the symptoms 
disappeared after one day of the treatment described above. 
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Claims 

1. Use of saccharide, said saccharide being-fermented by lactic acid bacteria, for 
the preparation of a medicament for the treatment and/or prophylaxis of one or 

5 more symptoms caused by bacterial vaginosis, wherein the medicament 

comprises at least 20 percent by weight of saccharide. 

2. The use according to claim .1, wherein one symptom is unpleasant vaginal 
odour, such as fishy-like odour. 

10 

3. The use according to any of the preceding claims, wherein a symptom is pruritus 
of vulva. 

4. The use according to any of the preceding claims, wherein the saccharide is 
15 substantially not fermented by Gardnerella vaginalis. 

5. The use according to any of the preceding claims, wherein the saccharide is 
selected from a disaccharide end a monosaccharide. 

20 6. The use according to any of the preceding claims, wherein the saccharide is 
selected from lactose and saccharose, preferably selected from lactose. 

7.. The use according to claim any of the preceding claims, wherein the medica- 
ment comprises at least 25 percent by weight of the saccharide 

25 

8. The use according to claim any of the preceding claims, wherein the medica- 
ment comprises at least 40 percent by weight of saccharide. 

9. The use according to claim any of the preceding claims, wherein the medica- 
30 ment comprises at least 50 percent by weight of saccharide. 

10. The usb according to claim any of the preceding claims, wherein the medica- 
ment comprises at least 75 percent by weight of saccharide. 
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^ J""* 8 to 3ny 0f *• P recedi "9 ^ms, wnenain the medicament 
further includes an effective amount of an anti-bacterial agent 

5 M *nTrrT' n9 10 **" * Whei * ^ *"*+«**™ agent la eelected from 
5 metronidazole and clindamycin. "»a»rom 

24.A method for the treatment, amelioration and/or prophylaxis of one or more 
symptom* associated v*h bacteria, vag,„ osi s, comprising admiler ng T 

«2 20 r2 h ^ ^ ^ 0,6 m6dicamert comprises at 

least 20 percent by weight of said saccharide. 

15 . 

^ """^ «» PtermaMuBc^l compear,,,*, as denned In dab. 26 

.« « taee. one pH m ee SUrem e„, raeans . tor mMeurtng ^ £ h *" 26 
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